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^SRr 

51 la 



24-3 



1020020061448 #^ 2003/5/28 

{Submicron-1 iposome containing highly concentrated triterpenoid and method for 
preparing thereof} 

lfl6fl JL^S-S. f-^A]^ ^ zl ^^tij-^ofl ^-*V ^ 

<y^l^^ ^712:^^] S]*fl ^S]^ ?13.^ ±^ 0)^0. S ^ 

7>^1^ ^-g-^ #^o]iE. ^^>olcf. 1960^ f^ofl o] 

■^8*1^ ^-§- Al^^o^ o.^ ^^^^ I970\ltfl oj-s: 
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<2^£H^ SLJL Slcf. Sli^ #5Lo]i=, s^, ^^^1 £ s^*} ^-fr 7l«ho 
3. *H 711^^0.^, ol^ o^o^o)^ ^^i, «fl^7im 

<L>^t*- f-R-# "fl-g^l ^i^l ^41- iLS^M", ^sl^^ *J- 

^ >M-°H £^^7]uf ^vfl^ofl 5L«}ig-o_ 

3*1 #^ *9#3-SHr ^iNl^l ^5L#^ 7>^S.^ ( 4 

< 6 > ^ *ils*Rr ^£ aTfl ^;Ms M-^ sZcf. ^flsfe <^ 

^ ^ T^l^^^l^ ^7H ^tb «1H# ^ V)^7\13- 

7f#aj o,^ ^*Rr y o V ^°m. ^o\] 2]^ HflA)# 

ifl-SjLo] ^iol^^sq- <2]ko) ^oj-^JE^ ^j-ojl- -o^ 
. iflJf- ^ ^.g. ^s^) 7f«v^ O.S. ^S.^ *\]2^f>}^ ?M ^$°] 
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A>-g-SM &Sb8r *fi^ Sli^ofl W]sfl A>-g.*V ^-f 7 > #1=1 ^ 371^ Eli#ol ^A^sl 

*m ai7l7l- S^S] « 0 >^o)l Wl^fl 3.711 ^b-^^^l^ * ^1-1 31 

°flAi o]£-s§ 7^1 ^#^^11- ^T^iLS^ n}^ *\}2i-5}t± 

^^S.^ <y-#, = 31*1 E?lli, -H^-B-sh ^s}^ « 0 >^o.s.Ai 7l7fl^<el 

^ y o V ^^ Tltfl^ fc^r *fl 1 oil- n]^5}-Al-7l^ *fi 2 ^^^.S M-^ 

^7>2] H7i^ uia.^o_s tiling a^-S ui^si-§>7i^5ii 7i Til ^ <y 

HfloV 4^ ^ n] 4,5^17)71^*11 ^ oim^l- 7>^ ^<H1 5fl-<H*1fe SL^ 

*fl2:*Hf 711^-51^^^. «1 "o^^r -§-<3«5l ^ ^-g-nflofl tfl^ ^ 7 }^. 
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jl Sl^f (D.D. Lasic, Liposomes: From physics to applications, 1993, Elsevier 
science B.V. ) . 

Hs]b^1^o] = ^ ^-frefls] ^sl^^^S^ (ursolic acid), Hfl* 

e1H<+ (betulinic acid), H^s^ (boswellic acid), -§-3l°}-&^ (oleanolic 
acid) -f- ^1b]-a>o1§^ 3^#S] #^_°3.a| ^-oj., ^Hj-iijL, ^<§, *j-?4|<#, ^-5-, ^-3) 

#$<>1 StUr^l, 7HJ- €■ £-*)l^£r \+-g-^O.SAi to]i| -g-nflofl tfl ^ -§-«fl£.7> ^ ^o> 
*\ 0.02 a}-§-^- ^ ^o}cf. &)3t#ofl ^-g-^, *\%.s$ 5)- 

^^llt *}-8-* u o V ^°l7l nfl^-ofl y>^-^^^l ?>cf. 4^ S}-^ €-<>WM A>-g-^7l 
A^ B^E^l^olc^. E^i^ofl ^A]7l^ ^jl^tf. 
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= ^^Sr q^is) ^.elBi 5fl ^01 = 7]- els# ^Hl -g-^l-Tll 

1^4 ^-^^ -f}-*ll*}*l ^ -g-^fl* A>-g-^ ; sth ^ #33 ^ 

1- ^IsM ^jiAis Jl#3-°b ji^^s] HHlEi^l^^l^l- ^--a-*}^ ni^*v els^ 
*Hs*Rr H <^ ^ ^ ^^ofl ^^^1^ *1^ 3B#-§- *H^Rr 

^l^Rr 31 oicf. 

Be) e| all 2t°l = 7} ufloj] 3-<|]*>7fl 

^ B^E^i^l-EM- aflat^-i- ^HJ°.S tVcf. ^.cf ^*)13 o.s, OT^IM Bel El 511 

h=.o}^ J1^£B E|B# ^4 71 71 iHSfl BElE^licOl^ - A>7] # 7^ E^e] 

5)1^01^1- A>-g-*M, BBlEi 3)1^01 col] ^7lf 7}*H ^SHS^* ^314 B 

3 Ei J^itOlS-S £^§: £ ^EflS. BElE^l^ojc^ ^ ^ ^ 

HLB7> ^ ^1^4 £^ ^-o ^ul^T^ll- S^th ^^H^l £ 
^■"UMlfe BElEi5ll^ol = ol ^s. g ^-^ofl M-^olE^ U}^ ^7%£r 

7\7\7\] £H ^°l^l^xr 10-11^- -B-^RV^. ^7>t5>c*| ^ol^l^S 6 ~85. 

^Al^O.^ ^^BflSl Be)El5|licOlcS. X± 7 ]M. 7 >^1 ^Sfl ^EflS. ^4 7]^, Tfl ^ 



24-8 



1020020061448 <U*}: 2003/5/28 

<16> ^ ^el^ofl 60~70°CS ^s}^ E-jsfl^o] c 5 ^.AV^j. ^_ 

^m^i -g-*n*H, ^i^i ^* *im* -m* ^-7) 9\ ^Ai-ofl^ 7 >t!: * ^a- 

^^Ml ¥<3*H ^-M* *ns€ A i ^-§-^°n 

<17> a o V 7 ]^ Hj-^ofl *fl^g e^i#cHl^ ZL^£o) BBlB^l^ol^7> £<g 



€■ ^^IHfe Sl^S^, «>^^^7ll^ slM^* A}-§-^Cf. 

& ^o\}*\ a>-§-^ eflAi^^ £ - TllfHH ^*H*H XI 
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S€ ^ ^7> 12-24 7fl<?] a>^-|- 01^)^=-, ^ i^s^ta-^ 

Aj^o} ^^7l# ^*Hfr *l«oM]r ^>*^ 0~37fl 7Hf ^-S^m 

IriS^ ellAl^o.s.Al ^*fl£l 4sl- ii^El^^-^^ 70-95%«fl *ll^Kir 

iLt* 7*fl*J-°-S. ^<*)H Af-g^ elHE}£ rfl^]^ o]xl^s., li 

^^#^^1 ^ol 90~95%<H1 *fl^Hr ^rXsMWH^-^l ^ 0.001-15 
^V-g-^ ^ 5U-°^, w>^^7im 1~10 A>-g-*Vt}-. 

AV-g.^- ^ BelB^l^olc^^ (ursolic acid), -§r£H°H^^r 

(oleanolic acid), ^l^Hf a}Al ofE} ?1- (centella asiatica extract), 

wfll-2lH^(betulinic acid), iifsj^ (b-boswellic acid) -f^l 5W. 

£ ^°H^i *fl^Hfr ^B|»^ HelE^l^ol^ ^^oflAi B Hi Ei 5)1^01 = 0) jgtg 
£ H^i# ^oflo^ f^ofl rfl^H 0.001-5 Af-g-^- ^ $X<L^, t)} el- 3i£}7H^ 

0.5-2.5 ^%=%» Aj-g-tVcf. H Si Bl 5)l^ol = ^- iflofl ^S}7l f-e]-M 

HelE^l^olc^ 7>-g: ^>^r ^ tfAl #£0.3. ^7l# 7>^H 

o. ^^^-Cf. Aj-713 ^oflofl ellAl^o^ oim# -g-ofl^. 7}.^ ^ofl^ ^-g-sfl 
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#713 f-^Sr -f -fWM £#3l» *8#$4. °H A}-g-3 

fe- ^7]^ HBH^* 0 r^(triethanolamine), BeN^HS^-i: 6 }^ 
(tri isopropanol amine ) , 5L^f# *l^.-^-^]^-(potassium hydroxide) , °r D l ^^-e]-^- 
(2-aminobutanol) , *1 H. ^ JE.(sodium hydroxide) , ^2.^- ammonium 

hydroxide), ^r^r *|=^-a1 = (calcium hydroxide) ^f-J2.S*1 , §>^1^, M^E^lii 

£-£r te^ES *>*£M. ^#^3 #*!H1 t^H 0.001-0.5 ^% 

7}sM, ^4io]^ H ^^7> lO-ll^l *V^f. 
3^3$! -g-#^ ^ol-&^5L^Tr 5~8 A>°H Hs}r *\%^ 

^±°}$z^7\^r*\ Ji^-g: $J*fl bVt^AKadipic acid), Ji^#(boric acid), *1 
B^#(citric acid), <>MlH#(acet;ic acid), 5E^#(formic acid), ^F*f^#(fumaric 
acid), ^#(lactic acid), #el-I-^#(glycol ic acid), ^mtHsuccinic acid), S. 
S.5r|^.^AV(propionic acid), ^]-^-^!#( pyruvic acid), :S.i.5E.^#(phosphor ic acid)^f 

^ #* #71 >H#€ °* 7 )$>}- ^ i^^SiS 7 }5} £ S ^cf. A>o} ^ 7>1 . ^ tij- 

¥^ £-#311- sl^#iLS 0.5. Be)B]sflioic7> eli#-g; ^fls 

l^^M ^SRf B^E^i^l^ sli^o. o.l~l ^>ola. S nlE^ a7l^» 

7>^H, w>^*>7]ife o.i~o.2 p>oias^ei^i H7|-g-s» 



24-11 



1020020061448 #^ <£x\: 2003/5/28 

0.1-0.5 A>-g-^- ^ o^cf. 

#*$<%*\ afl^sHr ^eHHd HBlE^li^oiH. *1*1H -§- 

^°\}*\ *ll^Hr ^e)#^ Bel El 2)l^o-|= Eli^^r f-B-^ ^lS^ *fl^ 

^Pltt ^AM-, q-n> #^1 ^ ^El%^^ ^7># -f-Sfl 

141 *1^ ^ 5a^ £-°>5Ai 71^ aHhg., sl-^-s, % ^4 , QSLJi, 

Ml ^4 S.^, H^, ^, 3XJ)^1 £^M|<2j- ^ 2\<$% ui <^JjL<2} = - o. S 3.^ 
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<28> o)*} ^ Al^^S ^o] £ jit). ^Sfl^o.^ ^^*>M-, #^21 ^ 

<H7> oiofl ^si^r o>qtq.. 



<29> [^efl 1] 

<30> JjL^ijfl 15g^l 2g2] ^r#q^# 7>£r £rtfS}£tK ^71^1 £>$aJHl 

*]=^-a1je. l.4g-a- ?V*H ^-^^l -g-sfl^V cfl^lAi ^#*V 90-95%^ S^BJM 
€ 7>*|fe- IrisJ-eflAlE] lOg^- 4g^ ofl^ofl ^o] -g.ofl.g- ^l^fV o] - -g- 

ofl^- ^-g-^ ^-71^ -g-o« o. 64g ^ ^^6\] J^«H 300 rpm^l 

^5LS 30£-# S«>tb ^, AlH^^ 1.8 g , -§-#^^1 

<31> [^H 2 ] 

<32> . JjLi^ 15go11 2 g^ tifll-^H^ 7>-& ^*iq-. ^-71 ^V^ofl 5LEf^ 

= ! 7g o. 7 |_^^ -g-sfl^r ^, tflJf-ojH ^#fV 90-95%^ 

3 10g^- 4g^l ofl^ofl ^-O] -g-ofl^. if- t o) JjL -g-ofl 

# t^H ^^-§-^# ^S^q-. #7}$\ -g-^ 64g^ f^^HMl 300 rpmS] 

tf^olM mtiV*> ^, A}H^^# 1.9 g f^sH , 2^3-2-3. wfllr^H^: 
°1 2% #-R-^ *fl2:*}$4. 

<33> [tiling l ^ ^Ajofl 3, 4( 5> 6 ] 
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<34> 5 g4 10 g«fl #eflo>^^Xh^ K 14 ^o] 7^ & 

cf. ^"71^ £#^<H1 = £ isj- ^-ol 7 >*H s&#a>) -g-s}]*V Jf, cfl^ 

^#tb 90-95%^ i^3)-Bl^#^ i^vfl^ ItSsMHh} 10 4g3 ofl 

ofl^- 64g^ ^fHMl 300 rpm^l ^£3. 30-g- # UiaV^ ^, a]e^a]. 

<35> [a 1] 









1 


^ A|o| 3 


ajahi 4 


5 




*^oHt«f-t!: (g) 


0 


0.5 


1 


2.0 


2.5 


SLEf# *1JE.S.A1S. (g) 


0 


0.35 


0.7 


1.4 


1.75 


^IH^ (g) 


0 


0.44 


0.88 


1.75 


2.18 


■8-* (%) 


0 


0.5 


1.0 


2.0 


2.5 



<36> [*UH 7] 

<37> #£^§ I3 g s|. 2.5 g^ £^-g-*1H 1 g^ 0.7 g 

3 #3l<>Hif3#, 0.5 gH) 0>A]0>E]7|. 7>^r Aj-7lSl ^^flofl 

1E}^ *lJ=4S.Al£. 1.2g# 7}SM ^, 90-95%^ 3^43 ^"I" 

H f-^-S- ^ IrisHHH 10 g-8: 4g$] ^l^^^l ^91 -§-^^ , o] j=s. -§-<23j 

"^-8-^* #7}s1 -g-^-i: 64g^ ^^ofl ^-«a*H 300 rpm^ # 

£5. 30-g-# #£<*IM H^tb ^ , AlH^^r 1.48 g* ^^H, 3)f2)o £ ^-^^a>o] 
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1.0%, -i-iJJK^-iM 0.7%, 6 H 4 ^?f ^##°1 0.5% TflS 



<38> [A]^ofl i; ^aJ^fH] ^t!: ^2}H7l] 

<39> UlUloj] 1 ^ ^X|ofl 1-7^1^ ^lSt-V ^§S|f^ SejE^^olH. *g ^- ^7} 

3711- #^§>^cf. ^V^z|^ 90° 5. ^JE^r 25°CS. ^^5>^o.^ 

<40> [5. 2] 





oil 1 


^A|0| 1 


4H<HI 2 


-2*1 ofl 3 






#A|oj| 6 


^a|o)| 7 


7l (/an) 


0.879 


0.175 


0.253 


0.533 


0.225 


0.166 


0.278 


0.129 




3 


1 


1 


2 


1 


1 


2 


1 


L^J 33 7^7)- fe^^s ^^o| ^ i~ 5 j 



<41> 



HlaEofl loll 2.^ a 7 l7> ^ 0.1-0.3 *}°1 

f-^1 #31SM ^5^311^01 = 7} ^/^g 2.^- 7>t^ o.^ nl^^V e) 



<42> H^ofl 2: 4e}p}ols. ^] 

<43> BBlE^l^.ol=7> £<g£ f^ofl 4€" ^5-^3^1 ^ i=. A-fl 
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* 8mm 2 ^ 3.7)3, ^ -20 °C ^Jl^l tLQ*}^. B.^-^^*)*}^^*} 

2.5%» ^7>*H a^sq- ^isji- ^-e)*v ^ ^#^>£^. 

1, 3, 4, 5, 6 ^ tiling 1^] ^^p>ol^ S.^- ^1^ 

°il ^lsM-^c ^sq^o.^, £ ia ^ £ ib°ll q-EMi&c}.. wiin^i is] Afl 

z| 143%, 174%, 212%, 232% 7>^= ^7>^S^ Be^aH^o] j= o| ^^^o] ^f>} 



<47> 



<48> 
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IK 3] 









3.0 




3.0 




0.005 




5.0 




0.5 




5.0 


#e|<H|«i3l^^slDl.^|.*. 


0.2 




2.0 


AH .a. 


"1^ 




°H 




To 100 



<49> <^1^^1 2> ^^^SHr 

<50> [3. 4] 









4.0 




1.0 




1.0 




0.5 




5.0 


#e^Hfl°|H 60 


1.5 


#a|^|^|#e]oi|o|H 


0.5 




5.0 


HeH|BHf-<>Ki 


0.5 




0.2 
















To 100 



<^1^«^1 3> 3.^ 



<52> 



24-17 



<52>1020020061448 #^ 2003/5/28 

IS. 5] 









1.0 


#e)^|^>;El|0(.5)|0|E 


3.0 


^|£iEl|0(-5)|0|E 


2.5 | 




1.0 




0.5 




0.5 ; 




2.0 




5.0 




5.0 




3.0 




3.0 


^Hl 5 z]3.^ 


5.0 






AH 
i — 1 — 










To 100 


[3. 6] 






^e)^|m^^|o(-5)|oiE 


1.5 


-tt-Hj#Bl|o|i= 


1.5 


#H|E4-^|i^|^-ej0)|0| E 


0.5 


^|^Ol|l«jAl-^0)|0|E 


2.0 




2.0 




2.0 




3.0 




0.5 




1.0 




0.5 




5.0 
















To 100 
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S!*W -§- D ti« A>-g-*>^o.^s tJES] 7\n^9l €-SLS S>*1 # 

^sJ-H-S. #5.°l£L ov^^oi ~jo^ o>qe|- He]E^l^oi^.o) ^o. o. q. 
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1] 

(7» #el#^r 60~70°C5. 7>^>^^1 , ^ #e}#ofl He) E^l^l-EL^- 

( MO ^71 ^^ofl ^711- 7HH ^ ^AVojl aflssHr #7)1; 

( e}) <^1^1 ^ ^ #71 ofl^ -g-^-i- ^-71^ *H+*H 7 >^V ^ afl^ ^6fl 

2] 

*fl 1%H1 ^-7] #7fl ^ H 

3] 

*fl nHl SI^^I, ^7] ^-Tfl (M)s] oiy}^ ^b]o\)^o}u] (triethanolamine), B 

£H^s^^^o}^(triisopropanolamine), (potassium hydroxide), 

o>nl^w.^(2-aminobutanol) , 4i# ^1 sod i urn hydroxide) , °^3.^ ^JE^lS. 

(ammonium hydroxide) ^ ^# *l^^-^l^(calcium hydroxide)^. o]s.<>|^1 ^o\}a-] ^iiH 
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[^T 1 * 4] 

5LS^i, Sli^ ^°J} tfl^H 0.001-0.5 ^^%» ^7}^ ^ 

5] 

Xl 3%H1 &<>H, ^7} <*7)^ <$7] &7\) (M-)^ PH7> 10 tfl^l 11 ^ U 

6] 

XI l*cHl &<H>H, ^71 #7fl (p»<3] a>^ ( oVrq^AV(adipic acid), Ji^^Kboric 
acid), ^iB^^Ccitric acid), °HlB^(acet ic acid), S^j^C formic acid), 
^D>sJAV(fumaric acid), lact ic acid), ^(glycol ic acid), ^*H<5} 

(succinic acid), ^(propionic acid), 3*1 ^^1^ ( pyruvic acid) ^ 3.i5L^ 

^(phosphoric acid)S. ol^-^^l S°IM ^o]^- s.^ Bel^li^l H. 

Xl2^. 
[^^J- 7] 
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all &<>H. >a-7l e^^<=q pH7V 5 vflx| 8 AVojs. o.^ 

s] 5!^- «5>fe <8=<g # ^ ^ El Bel &i 5fl i^l = e) . 

io] 

^1 1%H1 &<H>H, #7] ^1(4)^ li^lt^s] 70-95% 

-H-sRr 3* f>}±r ^ el ^ Bel El sfl^^c e]i^<i) . 

[^t 1 ^ ill 

all 1$ *fl*l all 10% # 1H *\}2i&, eli^ iflofl nelEi 

123 

irM 5a°H, -*M eli#^ ^^>aL7l7> 0.1~1 *}°l£lS*lEi 2} ^ uflofl § 

aflsRr -£-^°J-§- ^il *>*r ^e)M Be)E^]^oi= 

133 

*ll 11%H1 Si^^i , ^71 BelE^l^o]^ AV711- #eflo> 
^1*1 ^£ 3^ ^ BelEiufl^oi^ e)5L#. 
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£ sli^^on ^ofl cfl^H 0.001-15 °J-S- ^3-°S ^ <M%^ HHlEi 

151 

3 tf 5 ** #^=ofl tflsH 0.001-4 ^% ^ SL3. 

16] 
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